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DETALED ACTION 

- Claims 1-15 are pending, 

- Rejection of claims 5-7 under 35 USC 1 12 2 nd paragraph is withdrawn in view of - 
applicants' amendment. 

- Rejection of claims 1 1-15 under 35 USC 1 st paragraph is withdrawn in view of 
applicants' amendment. 

- Rejection of claims 1-4 and 8-10 is maintained and made final. Text of the rejection 
and examiners reply to applicants' remarks appear below. 

- Claims 11-13 are newly rejected see below. The rejection was necessitated by the 
applicants amendment and is made final. 

Claim Rejections - 35 USC § 103 

1. Claims 1-4, 8-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Jass (US 6,323,359) in view of Wang (US 3,485,843). 

The inventive step of the instant application is the use of a ketone, optionally 
substituted aryl compound or optionally heteroaryl compound as a solvent for the 
deprotonation of a probucol compound. 

Scope of prior art 

2. Jass teaches preparation of water-soluble derivatives of probucol. In Column 3, 
lines 21-30 the method of deprotonating a probucol compound to form an ammonium or 
a metal salt is described. The substitutions in the probucol compound are described in 
column 2, lines 20-35 and their scope is largely in accordance with the substitution 
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options of the probucol compounds in the instant application, difference being that R1 
and R2 can have up to 8 carbons in the reference and only up to 6 in the application 
and R3, R4, R5, R6 can have up to 4 carbons in the reference and up to 6 in the 
application. In example 1 in column 4, lines 50-60 the process of deprotonation is 
described in detail. The solvent is added at 20-25°C (Iine53), however on line 58 Jas 
says that there is a temperature drop from 35°C to 22°C. This indicates that the 
reaction was proceeding at 35°C (limitations of claims 8-10). 

Ascertaining the difference between prior art and the instant claims 

3. Jass teaches the process of deprotonating probucol compounds and 
subsequently reacting the obtained salt with electrophiles. However, Jess only teaches 
the use of THF or acrylonitrile as a solvent for deprotonation and does not teach.the use 
of a ketone, optionally substituted aryl compound or optionally heteroaryl compound for 
the same purpose. 

Secondary reference 

4. Wang teaches preparation of ammonium salts of probucol compounds from their 
protonated derivatives (column 1, lines 19-33) by treating the protonated probucol 
derivative with piperazine in acetone (column 1 lines 48-52). Wang is able to recover 
the formed salt by cooling the reaction mixture and allowing the product to precipitate 
(column 2 lines 8-10). 

Motivation to combine 

5. Ammonium salts of probucol can be conveniently separated from the reaction 
mixture by cooling the mixture in acetone and precipitating the desired product (Wang, 
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Column 2, lines 8-10). One wishing to have the option of easily separating the 
ammonium salt from the reaction mixture and then using a predetermined amount of 
that salt for further reaction with electrophiles (as taught by Jass) would be motivated to 
use acetone as a solvent for the process of deprotonating probucol compounds (as 
taught by Wang). One of ordinary skill in the art would therefore be motivated to 
combine with reasonable expectation of success Wang's process of forming the 
ammonium salt in acetone and Jasses process of making probucol derivatives. The 
expected result would be production of probucol derivatives where acetone is used in 
the deprotonation step (step 1 according to the instant invention). 

Reply to Applicants Remarks 

6. In Traversal of the above rejection, Applicant refers to the submitted documents, 
which indicate that the instant invention and US 6,323,359 were commonly, owned by 
Cambrex Charles City, Inc. Applicant sites MPEP 706.02(1 )(2). MPEP 706.02(1 )(2) 
states: 

"In order to be disqualified as prior art under 35 U.S.C. 103(c) . the subject 
matter which would otherwise be prior art to the claimed invention and the claimed 
invention must be commonly owned, or subject to an obligation of assignment to a 
same person, at the time the claimed invention was made or be subject to a joint 
research agreement at the time the invention was made." MPEP 706.02(1 )(2) 

The sited paragraph is refers to rejections made under 35 U.S.C. 103(c). Had 
the rejection been made based on the filing date of US 6,323,359, showing common 
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ownership would have overcome the rejection. However, in the instant case, the issue 
date is used for the rejection purposes and the rejection is made under 35 USC 103(a) 
not 103 (c). Rejection of claims 1-4 and 8-10 is maintained and is made final. 



7. Claims 11-13 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Claims 1-4, 8-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over Jass 
(US 6,323,359) in view of Wang (US 3,485,843). 

The inventive step of the instant application is the use of a ketone, 
optionally substituted aryl compound or optionally heteroaryl compound as a solvent for 
the deprotonation of a probucol compound. 

Scope of prior art 

8. Jass teaches preparation of water-soluble derivatives of probucol. In Column 3, 
lines 21-30 the method of deprotonating a probucol compound to form an ammonium or 
a metal salt is described. The substitutions in the probucol compound are described in 
column 2, lines 20-35 and their scope is largely in accordance with the substitution 
options of the probucol compounds in the instant application, difference being that R1 
and R2 can have up to 8 carbons in the reference and only up to 6 in the application 
and R3, R4, R5, R6 can have up to 4 carbons in the reference and up to 6 in the 
application. In example 1 in column 4, lines 50-60 the process of deprotonation is 
described in detail. Jeff also teaches a treating a mixture that comprises the product of 
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step (2) with 40 ml_. 1.3N HCI and diluting it with 200 ml_ of heptanes (Column 5, lines 
33-37). 

Ascertaining the difference between prior art and the instant claims 

9. Jass teaches the process of deprotonating probucol compounds and 
subsequently reacting the obtained salt with electrophiles. However, Jess only teaches 
the use of THF or acrylonitrile as a solvent for deprotonation and does not teach the use 
of a ketone, optionally substituted aryl compound or optionally heteroaryl compound for 
the same purpose. Although Jass teaches treating the mixture of step (2) with HCI, 
there is no reference to pH being less than 7. 

Motivation to combine 

10. Ammonium salts of probucol can be conveniently separated from the reaction 
mixture by cooling the mixture in acetone and precipitating the desired product (Wang, 
Column 2, lines 8-10). One wishing to have the option of easily separating the 
ammonium salt from the reaction mixture and then using a predetermined amount of 
that salt for further reaction with electrophiles (as taught by Jass) would be motivated to 
use acetone as a solvent for the process of deprotonating probucol compounds (as 
taught by Wang). One of ordinary skill in the art would therefore be motivated to 
combine with reasonable expectation of success Wang's process of forming the 
ammonium salt in acetone and Jasses process of making probucol derivatives. The 
expected result would be production of probucol derivatives where acetone is used in 
the deprotonation step (step 1 according to the instant invention). 
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Although the pH of the Solution obtained by Jass is not disclosed, it obvious a 
person of ordinary skill in the art that while washing with 1 .3 M HCI the pH of the mixture 
is less then 7. 

New rejection of claims 1 1-13 was necessitated by the applicants' amendment 
and is therefore made final. 

Claim Objections I Allowable subject matter 

Claims 5-7 and 14-15 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. For claims 5-7, prior art search 
failed to uncover references that disclose or suggest the probucol to solvent ratios 
which correspond to the ratios claimed in the instant application. For claims 14-15, 
although treatment with acid and heptanes is taught in US 6,323,359, there is no 
suggestion for admixing heptanes at elevated temperatures. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
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shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Conclusion 

-Claims 1-15 are pending 
-Claims 1-4, 8-13 are rejected 
-Claims 5-7 and 14-15 are objected to. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yevgeny Valenrod whose telephone number is 571-272- 
9049. The examiner can normally be reached on 8:30am-5:00pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on 571-272-0602. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

^ THURMAN K.JW3E) 



Yevgeny Valenrod 
Patent Examiner 
Technology Center 1 600 





Technology Center 1 600 



